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57. A jmethod for treating an appptost^jelated condition in a mammal, comprising 
administering a recombinant nucl^cacid according to any one of Claims 35-37.-- 



REMARKS 

Claims 1-34 have been cancelled, without prejudice, disclaimer, or admission. 
Claims|35-57 5 drawn to the subject matter of elected Group I (Claims 1-1 7 3 30 and 32) 
have bejen added, and consideration of these new claims is respectfully requested. 

Attached hereto is a marked-up version of the changes made to the specification 
and claims by the current Amendment. The attached page is captioned " Version with 

Markings to Show Changes Made ." 

i 

Rejections under 35 U.S.C. $1 12. first paragraph (written description^ 

Claims 1-17, 30 and 32 stand rejected under 35 U.S.C. §112, first paragraph, as 
failing to satisfy the written description requirement. Applicants respectfully traverse. 

preliminarily, Applicants point out that the new claims drawn to nucleic acid 
sequences include claims directed to nucleic acid sequences having at least 90% identity 
to SEQ ip NO:l , rather than 70% identity as previously claimed. 

Similarly, new claims drawn to amino acid sequences include claims directed to 
amino aiid sequences having at least 90% identity to SEQ ID NO:2, rather than 70% 
identity its previously claimed. 

Regarding SEQ ID NOs; 3-21, the Office Action states that the relationship of 
these sequences to TOSO sequence (SEQ ID NO:l) is unclear. Applicants respectfully 
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point put that SEQ ID NOs: 3-21 occur in Figure 3, which depicts a sequence alignment 
of fragments of TOSO nucleic acid sequence (i.e. segments of SEQ ID NO. l) and other 
nucleiic acid sequences identified in a BLAST search for identity to TOSO nucleic acid 
sequence. The correspondence of TOSO fragments to SEQ ID NO:l is clearly depicted, 
and the correspondence of other nucleic acid sequences set forth in Figure 3 to SEQ ID 
NO: lis clearly depicted Thus, the relationship of SEQ ID NOs: 3-21 to SEQ ID NO:l is 
clearly described in the instant specification. 

1 Further; Applicants respectfully point out that the present claims are not directed 
to SEQ ID NOs: 3-21, rather they are directed in part to sequences having at least 90% 
sequence identity to SEQ ID NO:l and SEQ ID NO:2, or defined portions thereof as 
described below. The meaning of "sequence identity" is generally described at page 10, 
line lO^of the specification. Additionally, new claims are directed in part to nucleic acids 
capably of hybridizing to SEQ ID NO:l. The meaning of "hybridization" is generally 
described in the specification at page 13, beginning at line 22. 

|With regard to the fragments of SEQ ID NO:2 to which the present claims are 
directed, Applicants point out that the specification clearly describes the following 
segments of SEQ ID NO:2: 

(i) amino acids 18-253, comprising the extracellular domain of TOSO protein, 
page 10, line 23; and 

(ii) amino acids 273-390, comprising the cytoplasmic domain of TOSO protein, 
page 1 1, line 6, and page 10, line 22. 

In addition, at page 16, line 1 8, the specification sets forth an amino acid sequence 
variant cbmprising the extracellular domain in a preferred embodiment. 

The Office Action refers to the interim guidelines for determining satisfaction of 
the written description requirement (Federal Register, Volume 64; Number 244, page 
71427-71440). Applicants respectfully direct the Examiner to the following passages of 

these guidelines. 

i 
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i 

Sectioiji II. A. 

| There is a strong presumption that an adequate written description of the claimed 
I invention is present in the specification as filed. ... Consequently, rejection of an 
! original' claim for lack of written description should be rare. 

Further at U. A. 1, the guidelines state: 

,The examiner should evaluate each claim to determine if sufficient structures, 
'acts, or functions are recited to make clear the scope of and meaning of the claim 



Regarding the demonstration of possession of the invention, the guidelines further state at 
Sectioii II. A. 3a: 

^Possession may be shown in any number of ways. ... or by a written description of 
jfhe invention describing sufficient relevant identifying characteristics such that a 
person skilled in the art would recognize that the inventor had possession of the 
blaimed invention, 

fcn connection with the rejection, the Office Action expresses that the written 

i 

description is satisfied only for nucleic acids comprising the sequence set forth by SEQ 
ID NO: jl, and for polypeptides comprising the amino acid sequence set forth by SEQ ID 

NO:2. Applicants respectfully disagree. 

i 

Regarding genus claims, the interim guidelines state the following: 

Pie written description may requirement for a claimed genus may be satisfied 
ihrough sufficient description of a representative number of species by ... 
disclosure of relevant identifying characteristics, i.e. structure or other physical 
and/or chemical properties—sufficient to show the applicant was in possession of 
the claimed genus. 

Further,! the guidelines state: 

Satisfactory disclosure of a "representative number" depends on whether one of 
skill in the art would recognize that the applicant was in possession of the 
Accessary common attributes or features of the elements possessed by the 
rtnembers of the genus in view of the species disclosed, 
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. The essential purpose of the written description requirement is to show the 
possession of the invention as of the filing date as a prima facie date of invention. In re 
Smithj 481 F.2d 910, 17b U.S.P.Q. 620,623 (CCPA 1973). Accordingly, the 
specification is required to contain a statement that adequately describes the invention as 
claimed. However, the invention need not be described in ipsis verbis in order to satisfy 
the description requirement. See In re Lukach, Olson, and Spurlin . 169 U.S.P.Q. 795, 
796 (C<:PA1971). 

Accordingly, the written description requirement does not require that the actual 
sequenie of all nucleic acids of the instant invention be recited. Use of the terms 
"hybridizing to" and "90% identity to" are sufficient to convey to the reasonably skilled 
artisan a clear conception of the invention. 

Applicants submit that the invention is described by the specification in such a 
manner jas to convey to the reasonably skilled artisan that Applicants were in possession 
of the claimed invention at the time the application was filed. Applicants further submit' 
that a prima facie case of lack of written description has not been established. As such, 
Applicants respectfully request withdrawal of the rejection as it pertains to the new 
claims, qnd request allowance of the new claims. 

Rejections under 35 U.S.C. €1 12, first paragraph (enablement! 

Claims 1-17, 30 and 32 stand rejected under 35 U.S.C §112, first paragraph, as 
lacking enablement. Applicants respectfully traverse, 

Preliminarily, Applicants point out that the new claims drawn to nucleic acid 

sequences include claims directed to nucleic acid sequences having at least 90% identity 

i 

to SEQ lip NO:l, rather than 70% identity as previously claimed. 

Similarly, new claims drawn to amino acid sequences include claims directed to 
amino acid sequences having at least 90% identity to SEQ ID NO:2, rather than 70% 
identity as previously claimed. 



MAY. 



iHooV 2:03PM FLEHR HOHBACH TEST Na 8223 P * 15 



Serial : No.: 09/135,238 
Filing'Date: 17 August 1998 



! Further^ in the interest of advancing prosecution, Applicants have addressed the 
concern expressed in the Office Action regarding use of the term "TOSO protein" and 
have njat used the term in the new claims. 

• The Office Action expresses that enablement is lacking for amino acid sequences 
differing from SEQ ID NO:2, for instance by a single residue, because polypeptides so 
encodeld may have activities different from that of a protein corresponding to SEQ ID 
NO:2. Applicants respectfully disagree. 

Applicants point out that to satisfy the enablement requirement of 35 U.S.C. § 1 12, 
the specification must enable the reasonably skilled artisan to make and use the invention 

i 

commensurate in scope with the claims without undue experimentation. 

Applicants submit that disclosure of methods for detennining hybridization (page 
13, line j22), as well as methods for determining sequence identity (page 10, line 1 1), iry 
conjunction with the sequences provided (SEQ ID NO:l and SEQ ID NO:2) enable the 
reasonably skilled artisan to make and use the invention in full scope of the claims. As 
such, Applicants submit that the specification satisfies the enablement requirement of 
§112. ; 

Moreover, Applicants point out that amino acid sequence variants of SEQ ID 
NO:2 are considered in the present application. At page 15, beginning at line 21, the 
specification describes amino acid sequence variants falling within the scope of the 
invention. The specification describes the types of amino acid substitutions occurring 
(conservative and non-conservative) and the effects that such substitutions have on the 
activity cJf variants. Further, at page 16, line 4, the specification sets forth amino acid 
sequence; variants having modified characteristics in a preferred embodiment 

As established in In re: Wands, the amount of guidance given in a specification, 
and the inclusion of working examples, are both factors that may be considered in 
determining enablement. 
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• Applicants submit that the guidance given in the specification regarding methods 

i 

for determining sequence identity and nucleic acid hybridization, in conjunction with 
TOSO 'nucleic acid and amino acid sequences (SEQ ID NOs:l and 2 respectively) 
disclosed, enables the reasonably skilled artisan to make and use the invention in full 
scope cjf the new claims. Further, the Examples given concerning methods for 
determining the activity of amino acid variants support a finding of enablement for the 
new clalims. Applicants respectfully request withdrawal of the rejection as it pertains to 
the new claims, and request allowance of the new claims directed to the subject matter of 
old Claims 1-17. 

Regarding Claim 30, the Office Action expresses that a method for modulating 
apoptosf s in a cell other than a T cell is not enabled. In addition, regarding Claim 32, the 
Office Action expresses that a method for treating an apoptosis related condition in a 
mammal using a TOSO protein is not enabled. 

the Office Action recites excerpts from several review articles concerning gene 
therapy <o support the position that the art of gene therapy is highly unpredictable. The 
Office Ajction further expresses that enablement requires that the specification provide 
suitable guidance or examples to help the artisan deal with the hurdles recognized to exist 
in the practice of gene therapy. Applicants respectfully disagree. 

^hi\e the exploitation of gene therapy generally may require more developmental 
work, thip is not the standard for patentability. Applicants point otit that the standard for 
enablement under 35 U.S.C. § 1 12 is that the specification fully enables one skilled in the 

art to mate and use the invention without undue experimentation. Applicants further 

i 

submit that the specification, considered in conjunction with the state of the art at the 
time the present application was filed, supports enablement of Claims 30 and 32. 

Fifst, as discussed above, the specification sets forth the-sequences to be used to 
modulate iapoptosis or treat an apoptosis related disorder. Second, a therapeutically 
effective dose of TOSO nucleic acid is considered at page 29, line 16. Third, the 

-10- 
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recipients of TOSO nucleic acids, i.e. patients, are considered at page 29, line 26. Fourth, 
methods of introducing TOSO nucleic acids into mammalian ceils are disclosed at page 
24, lini 23. 

jln addition, reports of the successful practice of gene therapy exist. For example, 

i 

Roth et al, Nature Medicine 2(9):985~99l, 1996 (enclosed as Exhibit A), disclose the 
successful use of p53 gene transfer to cancer patients, with tumor regression and tumor 

stabilization reported. 

I 

pie Office Action expresses further concern that the activity of TOSO protein 
may be j-estricted to T cells based on expression analysis and dependence of TOSO 
activity Jon the T cell receptor signal transduction pathway. 

Ifo response, Applicants point out that TOSO mRNA was detected in 
hematopoietic cells other than T cells (page 45, line 13; page 44, line 18), Further, 
Exampl<i 2 discloses that forced expression of TOSO mRNA is sufficient to inhibit 
apoptosit induced by FAS stimulation, FADD expression, exposure to TNF-a, and 
ionomycfn/PMA. This suggests that TOSO activity does not depend on T cell receptor 
signaling. Moreover, this apoptosis-inhibiting activity was observed in B cells as well as 
T cells (jiage 45, lines 19-21). 

The Examiner's attention is respectfully directed to M.P.E.P- §2164.04: 



Id order to make a rejection, the examiner has the initial burden to establish a 
rejasonable basis to question the enablement provided for the claimed invention. . . 
A specification disclosure which contains a teaching of the : manner and process of 
making an using an invention which correspond in scope to those used in 
describing: and defining the subject matter sought to be patented must be taken as 
bejing in compliance with the enablement requirement of 35 U.S.C, §1 12, first 
paragraph, unless there is a reason to doubt the objective truth of the statements 
contained therein which must be relied upon for enabling stipport. 



stated by the court in In re Marzocchi, 169 USPQ 367, 370 (CCPA 1971): 
is incumbent upon the Patent Office, whenever a rejection on this basis is 



As 
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(supporting disclosure and to back up assertions of its own with acceptable 
:evidence or reasoning which is inconsistent with the contested statement 
{(Emphasis added). 

'Applicants respectfully submit that a prima facie case of lack of enablement has 
not been demonstrated. Accordingly, Applicants respectfully request withdrawal of the 
rejections as they pertain to the new claims, and request allowance of the new claims. 



ife upon review, the Examiner feels that there are any additional outstanding 
issues, 4e applicants respectfully request that the Examiner call the undersigned at 
(415) 78^-1989. 

] 
i 

Respectfully submitted, 

i FLEHR HOHBACH TEST 

; ALBRITTON HERBERT LLP 



Dated: 



19 April 2001 



Four Embarcadero Center - Suite 3400 
San Francisco, California 941 1 1-4187 
Tel.: (4115)781-1989 
Fax: (4b) 398-3249 



B v X^L*^> ^^jg^ o-, 
David-JTBrezner 



Reg. No. 24,774 



SF- 10493 Uv4 
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tt. A i^i iib ^U iiu L Li, add auLutJim . l u Uaiiii 1 uiou din;, , i Tu . u uu h U Lu i i t h. .1 ,, . 



ti . A |c ,umbi»aiU u»uLit add abiding tu dai.n 1 u i iupmim DHA Li,i,„ ,„ 1 , ,u 




l^Aju^ibiiuuu undue add anuidiin . hi daim 1 opuablj liukul lu umiiul 
wqu u icca imjgmud b> a liuu cell Uamfuuiiul with flu, nuddu add : 

*3: Auitxpi miuu vu. h u ujmpiij,ing ib^ud t it add uf dai n i li t: 

frl. A Ijwt uc ll mumming q lt , ttuombiiMiit nucleic add uf dahn 1 . 

i 

15. AliyU cdl Lumpiuiixg Uil houi of claim 13 : 

unda unidiuum Amiable fui uepi iA Muu u f a T u ^u piutdn. ™tt^ 
*?. Apiu na& axuidiug tu daiin 10 fuiUi er 



compuMng nxuvumg said Tumj piul c iu : 



18. A Tu>u p iutdn mmdui bj a audcic add that will 1 



j ? i . . , ' hybiidiAL Uudu hi&h .sUintoMiiv 

c gdi f mju tu die ui up ta uurt uf flu. nuddl add ^uuiu. duplLX ^^^ 

19. A lulunibiuan t Tu .u piutdn thai ii a t l uu l about 7001 id u ilkol tu U., ami, , ,, „ ; ■■ 
aujuuiu, dotted in riguic 2a (OEQ ID NO .3 ): 



(SLQID^O.g )T 



identical ju die iiuclui aud *u|umu. dipidui in finim. 1 (DEQ ID i gp .^, 
22. An inlaid pulj i pupliU, which *p c cUiuillji binds t o a Tu ^u pi u tdu 



acc o rding to daiin 



S3. A pufr p qrtidc accuiding tu daiin 22 Uial u au antibody : 
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01. Ajpuljpcptidc *u» di n g l u cl aim 22 uhuciii .aid aulib u dV h a muiiucf ottahmtftorfr 

2 0 . A|iiunu c luual aatibud ) a uc uOIufe to claim, 25 tli ai i c ducu, m c luuiua lc s il u, 
bi o logical fuuctiuu uf a T o iv pi u tci nr 

^j^^ antibo d) accuidiug lu U dia dfr lh aH nr.r uu th, bi u lu b i c al £011.1,011 

miULudj uu^uitliug in J uim23 ducUcda^ii U d t L UL h> La»lai dumaiuo l .1,. 
^uf^u^aipaMUg the ^uiumu, uf omiu u a ci d luuhm 18 ' t o iS3 u f rigme 2a 

J O . Aiijaii l ib u dj accoidi^ t u claim 23 dUcc t cd qg aiiU d i e c y top lasmic domain uf - ri ^ 
go^A ^ np, , ■ mb Oil ^qutuu, uf amin o acid mi d u ert^h r390 o f riguic 2a 

^ rt ^nH of mi-i dul a t mg apup iu ^ in a c e ll ujiiipmim adniiuU u m, tu ,a id , ,. n , , . 
iixoniUfam uuckic acid encoding a Tu^u pi u l enr ^™*ra 

3 1 ■ A luauimaliflu cell c ouipiUiiig a modified Tu - ^u cell Amfacc iLccptui. 

32. A ujcUiud fui Uu aliiia au apu plo Ms n'ia t id condition iu a umuiiiu] coiimmi,^ 
■dommtuinfe a iccombinaui nucleic acid cnc o dine a Tu^u piotem: 

3 3 A mjthod f u rcating a rtpoptorordi tt r ri r oml ii n m iu a mammal uimum„ w 
admmi&^inn i a Tuau pioleh i . "vising 

31 Aialthudfui huu jug tm tpuptuoLicla l cdc u iidxUm ! in a niaimiul c o m o mi, ,,, 
adiuum l jiiUK m auU Tuau anLibudy. F ^ 

micle c afcid compnTOiR the nucleic, acid am,^ f o rth j n RF.fS Tn wv 1 ~ 
complemlent v ori J5 

gfl^ffi ^^ll? rn mp n S w a nurMr,nd^nr.lnvinr .tJeasLabout 
yu/ 9 identity to the nucleic acid sea n ce set f nrth ff l SEO ID Nn . j 
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37. Ai recombinant nucleic acid, comprising a nucleic acid sequence encoding an amino 
acid sequence having at least about 90% identity to the amino acid sequence set forth in 

SEP Ifi NP:2. 

I 

38. A recombinant nucleic acid according to Claim 35. wherein said recombinant nucleic 
acid further comprises the nucleic acid sequence set forth in SEP ID NO: 1 . 

39. A recombinant nucleic acid according to Claim 37, wherein said nucleic acid 
sequent encodes the amino acid sequence set forth in SEP TP NP:2. 

40. A recombinant nucleic acid according to Claim 35. wherein said recombinant nucleic 
acid encodes a human protein. 

41. A re combinant polypeptide, comprising an amino acid sequence having at least about 
90% identity to the amino acid sequence set forth in SEP ID NP:2. 

i 

42. A re combinant polypeptide, compris in g an amino acid sequence encoded by a 
recombibant nucleic acid according to Claim 35. 

43. A recombinant polypeptide according to Claim 41, further comprising the amino acid 



seouencfe set forth bv SEP ID NP:2. 



44. A recombinant polypeptide according to Claim 41. wherein said amino acid sequence 
corresponds to the amino acid sequence of a human protein. 

45. A recombinant nucleic acid according to Claim 35, further comprising a nucleic acid 
sequence encoding a n amino acid sequence having at least 90% identity to the amino acid 
sequence s et forth bv amino acids 1 8-253 of SEP ID NP:2. or the complement of said 
nucleic abid sequence. 

46. A recombinant n ucleic acid according to Claim 45, wherein said nucleic acid 
seouencd encodes the amino acid sequence set forth bv amino acids 18-253 of SEP ID 
NP:2. | 

47. A re<bombinant n ucleic acid according to Claim 35, further comprising a nucleic acid 
sequence: encoding a n amino acid sequence having at least 90% identity to the amino acid 
sequence! set forth bv a mino acids 273-390 of SEP ID NP:2. or the complement of said 
nucleic acid sequence. 
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i 

4 8 A Recombinant nucleic acid accord ing to Claim Ai ^ mirjPjuUd 

sequence encodes the amino acid sequence «> forth K y , mino aciH<; , 7 ^ 0n ^ yp 



49 A (ecomhinant nucleic acid according to ,n Y ™» of claims w ^—j- , lH 

50. An!expre ? $ion vector comprisinp th* nucleic add of r.l«m 40 

51. A tiost cell, c omprising the recomninatit ^ acid nf flny ^ of n<rima ? <_, 7 

52. A host cell, comprising the exp ression vector of Claim so 

5^Arrk ethod for pmducinp a protein, co mprising onlrnri ng the host <m n fn^ < T 
under conditions smtafale for ^vpression of , prnt^T UaSLiL 

5 4^ A method for producing a protein. cnmp ririnp cu iturin P the w .^gri^ *q 
under conditio™ suitable for .vp m ssion n f n; m *L U^mSLM 

said tot^ l ° 6itW ™ m " ° r ClaimU — T 

ll^y ^ m ° dU ' atinp in a <*" ™™r ™"P ^"Hstering to said r,U , 
recombinant nu cleic acid according tn any ™» of Claims 1^7^ ^^ ^ 

57. A method fo r trea^np an apoptosis related ^ it,^ m a mamma | , ^ m ^.^ r 
administ^nnp a recombinant nnclcir acid accordin p tn n nv onR nf ri a ^c i 



I 
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